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DETAILED ACTION 
Claims 15, 18, 20-22 and 27-30 are presented for examination. 

Applicant's Amendment filed April 30, 2009 has been received and entered into the present 
application. 

Claims 15, 18, 20-22 and 27-30 remain pending. Claims 18 and 28-29 are withdrawn from 
examination pursuant to 37 C.F.R. 1.142(b), since the subject matter of said claims does not encompass 
the elected specie of (2S,4S)-4-(3-fluorobenzyl)-pyn-olidine-2-carboxylic acid. No claims are cancelled, 
amended or newly added. 

Applicant's arguments, fded April 30, 2009, have been fully considered. Rejections not 
reiterated from previous Office Actions arc hereby withdrawn. The following rejections arc either 
reiterated or newly applied. They constitute the complete set of rejections presently being applied to the 
instant application. 

Claim Rejections - 35 USC § 112, First Paragraph, Scope of Enablement 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 15, 20-22, 27 and 30 remain rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for making the compound (2S,4S)-4-(3-fluorobenzyl)-pyrrolidine-2- 
carboxylic acid (compound of claim 27 and encompassed by the generic formula of claim 15), or the 
hydrochloride salt thereof (as in claim 30), does not reasonably provide enablement for the use of the 
same, for the reasons of record set forth at p.3-12 of the previous Office Action dated March 4, 2009, of 
which said reasons are hereby incorporated by reference. 
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Response to Applicant 's Arguments 

Applicant traverses the instant rejection, stating that the citation to Julien is a conclusory, general 
statement that implicitly, if not explicitly, requires pharmaceutical data for all pharmaceutical compound 
claims. Applicant insists that Julien does not provide evidence showing that the skilled artisan would 
reasonably doubt the asserted utility and that any such evidence "must be more specific and relate to the 
instant claims" (p. 12, Remarks). Applicant states that the example of amphetamine and 
methamphetamine actually supports the instant claims because both compounds, while differing in 
structure, are active with different activity levels. Applicant further contends that the claims are enabled 
as amply supported in the instant specification, such as, e.g., para.[0116], which allegedly teaches test 
protocols to determine the activity/relative activity of the compounds and appropriate dosage levels. 

Applicant's traversal has been fully and carefully considered, but fails to be persuasive. 

Firstly, though it is noted that Applicant has identified his compound as an alpha-2-delta ligand 
for use in treating various disorders in which the alpha-2-delta receptor is implicated, the fact remains that 
the instant specification fails to present any evidence, either in the form of data or scientifically sound 
reasoning, that would support the conclusion that the instantly claimed compounds actually do function as 
alpha-2-delta ligands and, therefore, would be functional for the disclosed utilities. Applicant relies upon 
the mechanism of action (i.e., as an alpha-2-delta ligand) underlying the purported biological activity to 
establish that the claimed compound would have been useful for the treatment of the various disclosed 
disorders in which the alpha-2-delta receptor is involved. In other words, Applicant's disclosed utility 
rests upon both the correlation and nexus between the particular activity of the claimed compounds as 
alpha-2-delta ligands and a reasonable expectation of usefulness in treating the disclosed disorders related 
to dysfunctions of the alpha-2-delta receptor. However, the instant specification fails to provide any 
disclosure pertinent to this nexus between the compound and the disclosed utilities. Though Applicant 
provides various compounds and methods of synthesizing each, it again remains that Applicant has failed 
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to demonstrate that the instantly claimed compound actually functions to achieve the disclosed 
therapeutic interaction with the alpha-2-delta receptor such that one of skill in the art would have thereby 
recognized its efficacious use in treating any one or more of the disclosed disease states. 

These facts coupled with the fact that the specification also fails to present either via a working 
(or even prophetic) example(s) or a clear, scientifically sound explanation as to what, in fact, enables the 
interaction with the alpha-2-delta receptor such that the skilled artisan would have been imbued with at 
least a reasonable expectation of predictability of action in treating the disclosed disorders by effecting 
this action using the compound instantly claimed clearly supports the conclusion of a lack of enabling 
direction provided in the instant specification as to how to use the instantly claimed compound. This is 
because, absent such guidance, the experimentation required to determine if the claimed compound 
actually functions in the alleged manner such that it would have been expected to actually be useful for 
the disclosed utilities would be clearly undue for the reasons already made of record in the previous 
Office Action, which will not be repeated herein so as not to burden the record. 

Secondly, Applicant's statement that Julien implicitly, if not explicitly, requires pharmaceutical 
data for all pharmaceutical compound claims is not a point well taken. Julien does not contain any 
statement, explicit or otherwise, directed to a need to provide pharmaceutical data for all pharmaceutical 
compound claims. Applicant's comment to this effect is, therefore, clearly misplaced. Furthermore, 
Julien was cited for its clear teaching of the requirement for specificity of receptor-drag binding such that 
the conformation of a chemical compound must be sufficiently tailored to the particular receptor binding 
site such that it is actually able to bind the receptor and exert its biological effect. The fact that Julien 
uses an example of amphetamine and methamphetamine to illustrate this principle, as well as the principle 
that receptor-drag interactions are highly specific and that seemingly simple or uncomplicated 
modifications to a compound result in drastically different levels of pharmacologic activity such that 
compounds that share significant homology would not necessarily be capable of binding the same 
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receptor, is immaterial because Julien still, in its broadest teaching, clearly teaches and supports the 
asserted unpredictability of drug-receptor binding. Moreover, Applicant's statement that this 
amphetamine/methamphetamine example of Julien supports the instant claims because it teaches that the 
two compounds have different levels of activity but are still active is also unpersuasive. While the two 
compounds may preserve some level of activity, the fact remains that, in order to be useful for, for 
example, treating a disease, the compound must exert at least a threshold level of activity that is potent 
enough to elicit a positive therapeutic response by the patient (i.e., treatment of the disease). Without at 
least this threshold level of activity, the fact that a compound may retain some minimal level of biological 
activity does not remedy the fact that the compound docs not have enough activity to be therapeutically 
useful for the disclosed utilities. 

Thirdly, and lastly, though Applicant contends that the specification amply enables the instant 
claims, the specification in its entirety has been fully and carefully considered, but again fails to establish 
that the instantly claimed compound actually functions in the manner disclosed (i.e., as an alpha-2-delta 
receptor ligand) such that it would have been reasonably expected to be useful for the disclosed utilities. 
While it is understood that Applicant has provided extensive disclosure of the alpha-2-delta receptor, 
what disorders are associated with dysfunctions of alpha-2-delta receptors, therapeutic dosages of the 
compounds, how the artisan can administer the disclosed compounds, etc., it is again reiterated that the 
missing nexus in the instant disclosure is that the instantly claimed compound can, in actuality, function 
as an alpha-2-delta ligand. Thus, these sections of the specification (in particular, para. [01 16], which 
Applicant states provides test protocols for determining relative activity of the compounds, but does not, 
in fact, provide such disclosure regarding so-called "test protocols"), while noted, do not overcome the 
fact that the instantly claimed compound must still be enabled to function as an alpha-2-delta ligand, 
which, for the reasons supra, and those already of record, it is not. 
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For these reasons supra, and those previously made of record at p. 3-12 of the Office Action dated 
March 4, 2009, rejection of claims 15, 20-22, 27 and 30 remains proper. 



Conclusion 

Rejection of claims 15, 20-22, 27 and 30 is proper. 

Claims 18 and 28-29 are withdrawn from consideration pursuant to 37 C.F.R. 1.142(b). 
No claims of the present application are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time policy as set 
forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE MONTHS 
from the mailing date of this action. In the event a first reply is filed within TWO MONTHS of the 
mailing date of this final action and the advisory action is not mailed until after the end of the THREE- 
MONTH shortened statutory period, then the shortened statutory period will expire on the date the 
advisory action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be calculated from the 
mailing date of the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Leslie A. Royds whose telephone number is (571)-272-6096. The examiner can normally 
be reached on Monday-Friday (9:00 AM-5:30 PM). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Ardin 
H. Marschel can be reached on (571)-272-0718. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. 
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Status information for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through Private PAIR only. For more 
information about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on access 
to the Private PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If 
you would like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Leslie A. Royds/ 

Patent Examiner, Art Unit 1614 

August 4, 2009 

/Ardin Marschel/ 

Supervisory Patent Examiner, Art Unit 1614 



